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Methods: 15 healthy, active male subjects aged 36±14 years were recruited. Subjects 7 performed submaximal treadmill exercise in 3 randomized test conditions: (1) ibuprofen 400mg 8 and acetaminophen 1000mg (IBU/APAP), (2) acetaminophen 1000mg (APAP) and (3) a 9 control condition (CTRL). Acetaminophen and ibuprofen were used to block the effect of 10 interleukin-6 at a central and peripheral level, respectively. TC, skin temperature and heart rate 11
were measured continuously during the submaximal exercise tests.
12
Results: Baseline values of TC, skin temperature and heart rate did not differ across conditions.
13
Serum interleukin-6 concentrations increased in all three conditions. A significantly lower peak 
METHODS

37
Fifteen healthy male volunteers unacclimatized to heat were included in this study ( exercise were a plateau in the VO2-curve, a respiratory exchange ratio ≥1.1, and a maximal 41 heart rate ≥95% of the age-predicted maximum. Subjects had to meet 3 out of the 4 42 aforementioned criteria to achieve maximal exercise.
43
The subjects were instructed to ingest a telemetric temperature pill (CorTemp, HQ Inc, All data are presented as mean ± standard deviation unless indicated otherwise. 
RESULTS
42
All subjects successfully completed the maximal and submaximal exercise tests ( Figure 1C ). Maximal RPE and average RPE were not different among conditions (Table 2) . No 33 significant differences were observed among conditions in maximal and average thermal 34 comfort. There were no differences among conditions in maximal and average thermal 35 sensation. Body weight change was similar across all conditions (Table 2) . TSK, heart rate, body weight change and RPE were observed across conditions. These results
44
suggest that exercise-induced PGE2 synthesis may impact on the thermoregulatory setpoint and 45 may therefore contribute to the increase in TC during exercise in humans.
46
The present study was performed under similar environmental circumstances in all three test detection post-exercise. Whilst no significance levels could be determined for this difference, 5 it does suggest that elevated IL-6 levels during exercise posed as stimulus for PGE2 production 6 across all conditions in line with previous literature 13, 14 . Also, the lack of differences in body 7 weight loss across conditions out rules any influence by differences sweat losses. Lastly, the 8 study protocol was not blinded since humans are unable to (sub)consciously alter their body 9 temperature and since the exercise protocols were kept identical (i.e. identical metabolic heat 10 production during each exercise test). Blinding was therefore not expected to alter our results. 
